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DETAILED ACTION 
Status of Action 

Claims 1-10 are examined. 

Applicant has amended claims 1 and 10 and provided arguments for the 
patentability of claims 1-10 in the response filed 9 January 2006. 

Applicant's arguments, see response, filed 9 January 2006, have been fully 
considered and are persuasive to the extent that the rejections under 35 USC §112, to 
the extent of the amendment to claim 1, and 35 USC §101, have been withdrawn . Any 
rejection not specifically stated in this Office Action has been withdrawn. 

Claim Rejection(s)—35 USC 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 3-6 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for lung carcinoma, does not reasonably provide 
enablement for all types of cancer embraced by the claims. The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to use the invention commensurate in scope with these claims. 

The factors to be considered in determining whether a disclosure meets the 
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enablement requirement of 35 U.S.C. 112, first paragraph, have been described in In re 
Wands , 8 USPQ2d 1400 (Fed. Cir. 1988). Among these factors are: (1) the nature of 
the invention; (2) the state of the prior art; (3) the relative skill of those in the art; (4) the 
predictability or unpredictability of the art; (5) the breadth of the claims; (6) the amount 
of direction or guidance presented; (7) the presence or absence of working examples; 
and (8) the quantity of experimentation necessary. When the above factors are 
weighed, it is the examiner's position that one skilled in the art could not practice the 
invention without undue experimentation. 

(1) The nature of the invention: 

The claims are drawn to a method of treating cancer in a mammal in need 
thereof comprising administering to the mammal an effective amount of the Formulae (I) 
or (III) alone or in combination with at least one other anti-cancer agent. 

(2) The state of the prior art 

With respect to cancer, this a broad term which encompasses numerous forms of 
neoplastic diseases, each involving different types of tissues and organs and also 
includes blood-borne diseases. As recognized in the art, many different anti-neoplastic 
drugs are used to treat a variety of cancers, but there is no one drug or one drug 
combination, which is capable of treating all cancers in general. Please see pages 
1 226-1 229 of Goodman & Gilman's. 

Additionally, the prior art does not recognize the complete prevention of cancer. 

(3) The relative skill of those in the art 

The relative skill of those in the art is high. However, given the state of the art as 
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set forth above, the artisan is currently unaware of any one particular anticancer agent 
or combination of agents that is effective against all cancer cell types. Furthermore, the 
burden of enabling the prevention of cancer would be much greater than that of 
enabling the treatment of cancer for the purpose of inhibiting further development or 
causing the regression of any given type of cancer. 

(4) The predictability or unpredictability of the art 

The unpredictability of the pharmaceutical and cancer art is high. Additionally, the 
lack of significant guidance from the present specification or prior art with regard to the 
actual treatment and prevention of all cancer cell types in a mammal, including a 
human, with the claimed compound(s) as the active ingredient(s) makes practicing the 
claimed method unpredictable. 

(5) The breadth of the claims 

The complex nature of the subject matter to which the present claims are 
directed is exacerbated by the breadth of the claim. The claims are broad and 
encompass treatment of a vast number of possible cancer types including solid tumors 
as well as blood-borne tumors. 

Additionally, the claims are drawn to "treatment" of cancer wherein the term 
"treatment" has been defined by applicant to include "prevention" of "cancer" in an 
individual which may be predisposed to cancer but is not yet suffering from it (please 
see the specification page 36, lines 17-22). 

Finally, to the extent that the term "treatment" indicates inhibiting further 
development or causing the regression of a disease, i.e. cancer, such is not enabled for 
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the breadth of the claims, which encompass all cancers in general. 

(6) The amount of direction or guidance presented 

Applicant's specification appears to only be enabled for the treatment of lung 
carcinoma. It does not enable one of ordinary skill in the art to use the claimed invention 
in the treatment of the numerous neoplastic diseases covered by the term "cancer." 
Applicant's specification does not set forth a representative number of examples of 
cancers, which would be treated by the claimed compound or combination of 
compounds. 

Moreover, the specification does not provide guidance as to how one of ordinary 
skill in the art would accomplish the objective of preventing cancer, including lung 
carcinoma, in a patient or how a patient could be kept from even being susceptible to 
cancer. Nor is there any guidance provided as to a specific protocol to be utilized in 
order to show the efficacy of the presently claimed active agent(s) for preventing 
cancer. 

(7) The presence or absence of working examples 

The working examples in the specification describe studies of the compounds of 
the invention in inhibiting proteasomes in as well as inhibitory activity against human 
lung carcinoma cells. Please see pages 99-100. 

(8) The quantity of experimentation necessary 

Since (1 ) the prior art recognizes that no one compound or combination of 
compounds is capable of treating the vast number of possible cancerous diseases 
encompassed by the term "cancer"; (2) the prior art does not recognize the complete 
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prevention of cancer; (3) the specification shows activity against only one type of 
cancer, i.e. lung carcinoma, and (4) since the claims are very broad and include 
treatment of any type of cancer ranging from solid cancers to blood-borne cancers, one 
of ordinary skill in the art would be burdened with undue experimentation to determine 
which cancers would be treated by administration of the claimed compound(s). 

Additionally, it is highly unlikely, and the Office would require experimental 
evidence to support the contention, that the claimed compound or combination of 
compounds could actually prevent cancer, including lung carcinoma, by simply 
administering, by any method, an amount of the claimed compound(s). The 
specification fails to enable one of ordinary skill in the art to practice the prevention of 
cancer. 

Finally, the term "prevention" is synonymous with the term "curing" and both 
circumscribe methods of absolute success. Since absolute success is not reasonably 
possible with most diseases/disorders, especially those having etiologies and 
pathophysiological manifestations as complex/poorly understood as cancer, the 
specification, which lacks an objective showing that any cancer can actually be 
prevented or cured, is viewed as lacking an adequate written description of the same. 

Claim Rejection(s)—35 USC §102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 
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(b) the invention was patented or described in a printed publication in this or a 
foreign country or in public use or on sale in this country, more than one year 
prior to the date of application for patent in the United States. 

Claims 1-10 are rejected under 35 U.S.C. 102(b) as being anticipated by WO 

01/07407 ('407). 

WO '407 disclose a pharmaceutical composition containing a pharmaceutical^ 
acceptable carrier and a compound of Formula (I): 




U) 

wherein n, R* , R 2 , R 3 , R 4 , R 5 , and X are defined below, 

at pages 5-9. WO '407 also discloses a method of treating HCV infection in a host, 
wherein the method comprises administering to the host a therapeutically effective 
amount of a compound of Formula (I) or a pharmaceutical^ acceptable salt thereof. 
Please see page 26. The reference additionally teaches that chronic HCV infection is 
associated with increased incidence of liver cirrhosis and liver cancer (see page 1). 
Further the WO '407 reference discloses administering an identical active agent, i.e. a 
compound of formula (I), to a host in need thereof. Accordingly, inhibition of a 
proteasome would be inherent. 

Response to Arguments - 35 USC §112 

Applicant's arguments filed 9 January 2006 have been fully considered and they 
are persuasive for reasons of record to the extent of the amendment to claim 1 . 
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Applicants arguments are not persuasive for claims 3-6 because said claims 
were not amended. 

Response to Arguments - Double Patenting 

Applicant's arguments filed 9 January 2006 have been fully considered and they 
are moot since Application No. 10/010184 is abandoned. 

Response to Arguments - 35 USC §102 

Applicant's arguments filed 9 January 2006 have been fully considered but are 
not persuasive. Applicant's argue the inherency rejection and state that the cancer 
must exist, be susceptible to proteasome inhibition and appropriately dosed. As noted 
above the WO reference links HCV with cancer and since a compound and its 
properties are inseparable. If the prior art teaches the identical chemical structure, the 
properties applicant discloses and/or claims are necessarily present. 

Conclusion 

Claims 1-10 are rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michel Graffeo whose telephone number is 571-272- 
8505. The examiner can normally be reached on Mon-Thurs. from 8:30 to 6:00 as well 
as every other Friday from 9:30-6:00. If attempts to reach the examiner by telephone 
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are unsuccessful, the examiner's supervisor, Ardin Marschel, can be reached on 571- 
272-0718. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
22 August 2006 
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ARDIN H. MARSCHEL 
SUPERVISORY PATENT EXAMINER 



